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m m m 

N- [6-;*h^>-5- (2-/h^y7i^y) -2- ( 2 - tf U 5 v 
-4-tfU^XJH - 2 - 7x-JHt>XM>75 FXttf Oltt 

mu'jkmm 97/2259 s-^^fBtt^nT&D, x> H-tu >et a §^ 
#i:^et - 1 ©ig^jrp^ij^ffl, roc, et - i%%m?E(DtiLmum ■ %-mz 

*^BJ^«ff^^^«©f'J^^gWi IT, N- [6-*h*~>-5- (2 
h + y7i; + y) - 2- (2-k'U5y-JW -4-k'U5y-^] -2 

•^©^m, #SS§E#«N- [6-j*h**>-5- (2-^h + y7x7 + y) 
-2 - (2-h'iJ5y^) - 4 - tf 'J ^ V~)V\ -2-7x-JHf>XM 
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et- i ttt h^mmm%iz&^Tmm*mm-?z>ztf)m j £-£tiT^z> a m 
7L\t\i h (D±.mmmz et-i tiMM^^mmm^mm^n^ 

(J. Hypertension, 8, 81 1-81 7, 1990) 0 Mm^Jbt ItMffl £:ftT^3-7^ 

U >^* ; ET : ';i/{C4oViT, ET - l^*^-7U>fcct5^i0 first 
phase & t£ second phase £WScfc*f3&T&;i<h/^# j g-$:nT^£ 
(Can. J. Physiol. Pharmacol. , 75, 596-600, 1997) o ^^"rJllZ&^T first phase 
^^^(DaSfiJ^^J;^^*^, second phase It&mSi-AKJfolz J; ^5^* 
^t^bTl^ (Pain, 38, 247-352, 1 989) 0 

*^W0ti^(t tffScDMMMl ^-rj;5l3 x-^7X*;i/-7'J >^«^E^ 
JHC^^TET- 1 !CJ;§^«©i@3^('MLTJIp$iJf^ffl^^L^o 

£fc> *%0^^«N- [6-^h^->-5- (2 b^i^yx-J -2 
- (2-t!'J5^) -4-hf U 5 -2-7i^Xf>XM>7 

D?t#14©#lc^#f^;^f^£n§^(Semin. , Oncol. , 21, 630-656, 1996), # 

et - liz^tyx-w^mmwmmuan-Ei Rzs^y bm^fr^wixmrn^ 

rz^WmmizMLX, ET A §§#^LTttrtC a 2+ ifcKtf)±#4>DNA-&J& 

(Am. J. Physiol. , 257, E797-E803, 1 989 / Biochem. Biophys. Res. Commun. , 170(3), 
998-1005, 1990 / Bone, 21 (2), 143-146, 1 997). 
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MC3T3-E1 ©ET- lffiftmfafo&RJ&lZttlsTfflmttm&tthlto 

tifc, #fS93#fci:N- [6-^h^->~5- (2-^h + y7x;+'» -2 

- ( 2 - b° U ^ S^I/) - 4 -b°U -2-7i-JVXt>7J^>7 

b hflr&]*«ttlJi&**#ET- 1 ig^fg^W-r§ - £ (Nat. Med. , 1 (9), 944- 
949, 1 995) Rr^E T A g^# ^ft L TtMitg£ Z. t (Cancer Res, 56, 663- 
668, 1 996), f^§ft^i]i)IEitT(i, #<E^&WS^V^S[JiftaS#tC 
Jt^TJfiL&*ET- l«S**±#L,TViS^t(Nat.Med. , 1 (9), 944-949, 1 995) ^ 

V 

- (2-t:U5y-^) -4-tf'J5^-JW -2-7i-JHf>7W>7 

*fSBJ#«N- [6-^h^>-5- (2-^b + y7i/^y) - 2 

- (2-tf'J5y^) -4-k°'JSy-)H - 2 - 7 x -JHt>^^* >T 
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*^Wit, N- [6-^h^5>-5- (2-^h^y7xy+y) -2 

- ( 2 - tf U ^ y-JW -4 - h°U ^ - 2 - 7 x -Mf^X^* >T 

Bit^> nmm. m^fc, m^mmm, nmm, < hmrmit. mmm&nm 

mcD%,<DN- [6 h3r~>- 5 - (2-^h + y7x7^y) -2- ( 2 - tf 

Scfc, N- [6-*h^>-5- (2-^h + y7i/^y) -2 

- ( 2 - h° l J 5 ;10 -4-k 0| J5y-JV3 - 2-7x"JHf >7J^>7 

t Y)-£>n, miim^(D^m$>\z{¥omM(Dm^mzm-tz> 0 ^fsw^ 

N- [6-^h^v-5- (2-^f^y7x/^y) -2- ( 2 - tf U 5 V ~ 
)V) - 4 - tfU SyZJW -2-7i-JHf>XM>75FSfctt^©SI 
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ifmm^ N- [6-^b^>-5- (2-^^>7x;^» -2 
- (2 -tf'J Sy-JW ;U] -2-7x-JHf>^W>7 

^J(DMitcD^©N- [6-^h^v-5 - (2-^b + '>7i; + '» - 2- (2 
-kfUav— -4-tTU^v— -2-7i-JHf>7M>75F* 

N- [6-^h^->~5- (2-^^>7iy^-» -2 
_ (2 - tf U S -4-tfU ^v — -2-7x-JHf>XJ^>7 

(]^ 0 *fSll©t^MH t£fE<Df^#l6 K^Tcfc?^ khi:inS4t 
tzm<DM%*mm\Zte®ET A %m*&&in'V$>Z> ABT-627 CI - (N, N-v^' 

^■;i/^/;i/A^-r;i/^^;i/) - 2 (R) - (4-^^->7i-W -4 (S) - 
(3, 4-^^>v^y7i^) tfn'Jv>-3 (R) -#;U#>m © 
1/2 1TAUC^1 S^tiltintl^. 

*»^OElOWai^»> N- [6-^h + v~5- (2-^^->7x7 
+ _ 2 - (2-fU5y^W -2-7x^JHf> 

bh/ a «9 7/2259 5^iciH«c$n^^tf e»n, * 

x-D>M> 3A^S, 77-Jl#, ^U>Wt, ?LM, U>m 7@H@£, 



5 



WO 01/60370 



PCT/JP00/07573 



/7x>S?> *$>7>)Vib>m. x#>tjmoM, 7^^7^>E ^;u^5>K*© 

z-nzcDiksmzmmoimm/jkmrns 1/2 259 5^^is«$nfeia^tc«fc 

t b Tilt S - t #T # £ o © BUI <D ttflmfc« P ffi: JRtt 

#j5f/^\ £t> — 3(7)TO14^^ra, #i*.k£¥LJt> *?>x t/f^ 

VJVt^JV^JlsV — Ts (HPMC) ©ck^^^JjXfTU^T^y^A, 
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ttfflU tm»h S<**J. ^«J> 

£©«fc5&ftj**». *6k:»*3H. a»a^ *^ »**J. sfcfc^ai 
*56Mc^jim*os«tt' s*;u-k 

^AUlfcOfM^O. 1^5OOmg/0. »*b<ttl75S2 5 

ifix*z. mumm. nmi3.z<D*&xmK*ivx\** whoosh* 

r7 7yJVf©M14Iii> xf^xxh7yt-J^^W>« tH 
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=f -fe V U >^© L H - R H T -J h . y^7f >*©tt*tt«* e £«HMfc 

HH4, *;^U>**K:*#-rSET-l fc«k«|*»^ffl (A. First Phase, B. 
Second Phase, C. ^ffl) ^r^To 

First Phase, B. Second Phase, C. $JB) 

H 3B, ^X#^MtiMMC3T3-El © ET-1 t£5SMft Ca»*g±#K:2*f 
Zit&Vo 1 ©WM^JHSr^To 

H4 tt, -?VX*pm&mmfoHWH-n ©ET-1 »58ttlia*»(raMhyamidiiie 
05 |t ^X#^ffflM1§«MC3T3-El ©ET-1 fcSBMBJiaiBfll (*flJIS») 

H6»*^>*tt#ttt htuiij®^ffljiappc-i©ET-iiji^^m^M-r^^ 

1 ©M^J^^To 

z.nz<Dnmmmz^ztLZ>h<Dxw^o ur(Dmmmm\z^xm^ 

^-fb^^l^N- [6-^h^'>-5- (2-/h + y7x^y) -2- (2 
^|»!i 1 
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lOmg iozf±.)l 


20mg^/7°-fe;V 


ik&to i 

m 


2. Omg 
298. Omg 
300. Omg 


lOmg 
290. Omg 
300. Omg 


20. Omg 
280. Omg 
300. Omg 



mm 

20 m I «TS4bL fcDitiDMt^ licking cfc«ktf biting KJfc© 
ftRBM* 5#£ifc40#IWtHllbfc. W-W*7«, ISf^flrtTii^I 
*JKU >lg#ifi^^e> 5#IW©KJftfl#IW£ first phase, 10 # 

40^*7? 30 ^KCK^ra©^* second phase tbtl$Mli:b^ 

£fc Licking KJfcPSraoff^teT^T 10:00 18:00 OlfflKfro fc. 

ET-l Sr^afr 0. 7% U >^W^S^±^7K^ 3, 10, 30pmol/paw Offltt^ 

E£»^l:M4t^JKU >£**5cfctfMK:*rr* ET-l ©*3ft«2ffl&* 

{fc^l (0. 3~3mg/kg)£ lml/lOOg ©#ST&P&-£b, 60 ET- 

l(10pmol/paw)£Hrtf 0. 7^JKU >^*£H^7K£*«KEttrtfc&TlS!# 
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^«¥^fi±^it^Ufco z^KOf ti^lt student 
U Dunnett ©#«Jt«fcJ:0 pfe£*Wbfc. pi^MKTOi^^ttl 

fee 

(licking&cfctf bitingKJfc; first phase) <h, U 20 

$tf— ^ £t"*J#8M4©*£*KJ£ (second phase) *«B«>e»nfc. (0 1 A, IB). 
Sit* 0. 7«*K'J >g^4iaotKI:SI^S^fc (H1C) . 

*;V7U >i#M£ET-l(3, 10,30 wo\/pw) Zmmz®^? Z> t, first phase, 
second phase RUC»«A«ffl*tt#WJwA^W*^*3ft$nfc (HI A, IB, 1 

C). 

©$jKU ET-1 K£&if!&f£ffl^T3^li£^ffl 

1 (0. 3, 1, 3mg/kg, p. o.) ET-1 (10pmol/paw)KlfS(D^;i/^ U 
(first phase, second phase) &tfSM©ill!ftfMa **f*K«JIW bfc (0 2 A, 2 
B, 2 C)o 

tt»-W2 #3?«ti«MC3T3-El OET- 1 »58»III&*M£**'3' £WJf« 
(#*£) 

^EKlte. MC3T3-E1 SfflVifc (Journal of Cell 

Biology, 96 (1), 191-198, 1 983) . 

#£TT*<J 12 P#r^±i8*&#£lfcK:ffi^fc. «flia^ Hank's balanced salt 
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solution(HBSS)(140mM NaCl, 4mM KC1, lmM K 2 HP0 4 , lmM MgCl 2 , ImM CaCl 2 , lOmM 

glucose, 20mM Hepes, pH=7. 4) *T Fura 2-AM(4 » M) »^ 37<C, 1 ISNH > 
^^^-V3>U7c 0 HBSS^Aofc5^iz;^^il^7 £ X^^@^b^tertCa 2+ 

t^it&^^^i^roifc. flfert Ca 2+ -?fJS(Diy^«> 340/380nm 

j; 0 Tiirt Ca 2+ ili££l?ffibfca Biol. Chem. , 260, 3440-3450, 1985) « 
<DDNA-&ric*iftl5£ 

DNA£-j&*te, [ 3 H]^^;l/bfc thymidine (D|D^i«tfc. MU* 96 
^^-M^FCS 0. 2X©J3«l£/B^T 1. 5Xl0 4 cel ls/well CDfiJUrTB^T 2 QM 
*©tBS*fcfttf ET-1 fcijnA24ll#M**Lfc. ttV^T**?*^^ [>H- 
methyl]-thymidine,0.5 m Ci/well b 6 KWUV* tt^T« 

tttt&O. 2% £fc*«fc5K: SDS*«*»JP^«ia*»*** fc «' DNA ^* l::ffiffl 
$n/t[ 3 H-methyl]-thymidine ©«[»«ttft«#"> >^ ^~ *> 3 * y ? " T 

.«BIia*«. Cell Counting Kit (D0JIND0) OttfcftfcSffl^TaifcLfc. 
24 ^^l/-ht FCS 0. 5%tf>iS«ffi^T 1. 0 X 1 0 4 ce 1 1 s/we 1 1 ©i^T^T 1 

tt*»«*100tf l/well*imU 37*C, 3 ISIHK >*^—> a > bfc 

24 ft 7 V- h<D&Kfr 200 m 1 If -3 96 ft^V- h \Z& b. («« 405nnu 

^ioo%«hb> iffliatfeiaun^srifaibfe. 
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flrU Dunnet©*MJtttK:J:DP«**W^fc- pl^MW^Mtt 
7t„ ET-1 © EC M <fi*5«k^b'&'»© IC 50 fi«> Logistic iHjiJife^cfcD^ 

® MC3T3-E1 CO ET-1 f^Ml*) Ca M »ft±#^^-r*^« 1 

V ^7 X #^IE)iS»^T & 5 MC3T3-E1 \Z&^T, ET-1 (1 0" 2 ~ 1 (T 6 M) 
WfciWIJISrt Ca 2+ ilg£±#£i±fe(II]3 A). ET-1 CO EC 50 ftl* 7. 39 X 1 (T 9 M T & o 
fc 0 ib-arfe 1 (io-' 2 ~io- 4 M)«> ET-l(10- 8 M)tC^DI?l^$tlfelfflflSl^) Ca 24 rlS±# 
fpfflft»flE«fiFWK:aHW^fc(H3B). ffc^fcl 1 CO IC 50 ffite 1. 02X 10' 8 M T&o 

(DMC3T3-E1 CO ET-1 ffi&mfc&mztt? Zit & M 1 <D®lM%}& 

^0 7.Wmmmmm~V$>Z> MC3T3-E1 fc*t>T, ET-K10- |3 ~10- 6 M)«[ 3 H]- 

thy«idine©*Dk***ft^^ 

A)oET-1COEC 50 M«9. 84Xl0- 12 MT^^fe o |b^^l (1 0" 12 ~ 1 0" 6 M) «>ET-1 (1 0-°M) 
«fc 0 8§58 £ tlfe [ 3 H] -thymidine CO Si 0 &^±#f£ffl tflflffil L7t 

(04 B)o <fc£tl 1 <& IC 50 ffite 1. 15X10" 8 M Tfeofc. 

WST-1 lC«fcSlfflJia*?W«*»^*5^Tt>, ET-1(10- 2 ~10- 6 M)«MC3T3- 
El 0«Jfi»*»*« : fiFWK:#*»-±#**fc<H5A). ET-1 CO EC 50 M« 2. 20X 

io-"m -c&ofc. -ft^i (io-"~io- , m')«, Ei-\(]o-*m\z£vtm2nfzmm$k 

±#f^fflft»a«#«JtC«I«Ufc(H5B). fc^fcl© IC 5 „«tt 9. 54X10" 9 M T 

(i) 
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mm\zfc&)v*>#fcw&thffiiLmmfflmft-e&% ppc-i &m^fr 

(International Journal of Cancer, 44, 898-903, 1 989) . 

(2) ppc-i fflMv&mzwtz et-1 (D^m^^zs^miz^^mmwm^omi 
mmmmommtvx dna £&*£Si5£bfc. dna ra 

thymidine OflfcD Lfc. *fflfl&£ 96 7X^1^- h ^ FCS ^ino^Jft* 
ffit^T ixi0 4 cells/well (Df"J^T#^T 5 0|HJi8*b&. ET-1 
£iOA 24R^ig*Lfc 0 ^T±3«ft£4 1 t~ [ 3 H-methyl] -thymidine, 0. 5 n Ci/well 
»L6W^7^HL «!UT«^»« 0.2 %£UZ>£o\Z SDS « 
§^JnL*ffll!&£}*F#21i:fc&» DNA -&j&^£ffl£nfe[ 3 H-methyl] -thymidine ©Jfc 

rzm%.fe& ioo%tb> mA&j$.mi3um%:Wttii<rz„ 

*^Kl:*^T, «*MJ££LT ET-1 io- ,3 ~io- 6 M(io teitK ft^tti io-° 
~3X10- 6 M ®»SttH(3flSJt)TH»«rfTofe. fb'&fcl 1 te> ET-1 ^Jn*9 2 I^W 

jjfU Dunnett (D^MltWzX <Q p #££ffl Lfco pi^5mT<Oi^^Ii 
Lfco ib^t) 1 © IC 50 ffi« logistic tU'jife^^D^ffib^c 
(«*) 

06Ai:^5i:, *;i^>«^4b htfl:£l»«*ffl)i&t* ppc-i k&^t, 

ET-l (10" l3 ~10~ 6 M) \tmmik^mz [ 3 H]-thymidine 0 &#-£±#$i** M 

MmMi&mftm&^vtco et-i ©f^ffl^ io- s Mjai.±TW^TSo^c 

ffc^fcll (10- ,0 ~3X10- 6 M)« ET-1 (10- 8 M)THtfe$n^> PPC-1 Sttfim^itSritlg 
&#G*ncjMU IC 60 ffl« 28 ± 9. 8 nMT^ofc (0 6 B). 1 ©flPffclfPffl 

« 3X 1 0" 7 M J2A±TWitT$>^fcc 
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umm4 ^;i/t>#fe#ttt hMiLj&mmmvET- itmmmmm\zn-r^ 
mmum. (2) 
mm 

(International Journal of Cancer, 44, 898-903, 1989) . 

©et-i iz£&mmfcfo&£mmmz£z> et-i m^itm^sn^mo^w 

aaiSlftH, alamar blue ©tt»»«*ffl^T»l^bfc. 24wel 1 h W 

* 2xi0 4 cel ls/well WHe&^s SH*Sfc«Jffi£FCS *SSJP©«lfi^iftbT$ £ £ 
24B#P B 1±^*Lfeo ET-l * (10-"~10- 6 M)*»U 96^W»*bfc. 

#:H&a>g#^Ste 500 jiltl, ig*^ 1 ^ alamar blue £ 50 /z 1 SSiPb 4 PtPel 
-<>^a.^— ->a >L£i. 24wel 1 :7U-h0#5^6RJft*fc£ 100 w 1 

mWLV, 96well T^-MC^b^A, RftS<&g 405nm, 650nm) S ^ 

-fb-&«©Wi«iia*c?ttWfctt, fl;^ 1 £ 10" 9 — 10" 5 M OS^ISt, ET-l £ 
10" 7 M^JP 30 ^ffllCSSJnLfc. 

*fc*^»i3*^T et-i (&ja«a*»&3n&fc«>. 48 flfp^Tfrb^ 

ET-l 8sjjpig*lil£3£&bfc. 

a2lC^-r«fca»C, ET-l 10-"M^e» ET-l 13<^^> PPC-1 (DM^flt^ffl ^11 



2 



ET-l (M) 


mmmm(%) 




100. 0 


10-" 


119. 6 


10 -.o 


122. 3 


10" 9 


' 124. 0 


io- 8 


115. 3 


10" 7 


119. 3 
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(n=7) 

*fc, ^si^-r^^^^i^io-M^^ET-i io- 7 mk£3PPC-i©M 



3 



ET-1 


it&vn i 








100. 0 


10' 7 M 


0 


110. 5 




10" 6 M 


99. 2 




10" 5 M 


98. 1 



(n=7) 



: 1 

^Jf : 2 , 10W'4 0mgt 

mm: 2, 4, 1 0, 2 0, 6 0, 12 0&tf2 4 Omg/B (lBlXtt2@ 



4j1F^1 (2 8 0) 
®HtiAE^#^/L^ (PSA) 

(D^-# — (f 7; W U 7 ^ 7 7 ^ - t'Xlif t + tf' J y ; 'J » ^ 

©it*?* (Hi7 37VAS(visual analogue scale ) CD^/SI*^ 
(jjinJlO 

«fl8^9*(0**W7VASSa#^ft. ^ttlttMl 8^^4 
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SSS&0O6 t h^P^bfcBtoM^^aS 

C^i3 0^ lPm m#IW3 0#, 2 ISM, 3P#M. 4fl#M* 6B#W> 8 
fl#K* 24fl#M> 3 6R#MRtf4 8B#F^CD#^«^\A°U >>J^A 

^"at^^'JX^l/>^^-^^jfE^& 6 ml jg^K&^SIiU'C, 

g4l3TID, 1 £ 1 Omgl0|DM©Cma x&^AUClt 

ABT-627 £2 0 m g S^Bt tJt^Tfc* #9 1 1 i&TkZfffi 1 8ffiffl5^ffi*^bfc. 



4 





AUC 
(ng • h/ml) 


C max 
(ng/ml) 


T max 
(h) 


T 1/2 

(h) 


fl^^J 1 10 mg 


14700 


1000 


2 


13 


ABT-627 20 mg 


*802 


*93.5 


*0.6 


*28.4 


(1 Omg) /ABT-627 (20mg) 


18 


11 







*)6 th Inernational Conference on Endothelin, Oct 10-13, 1999, abstract No. 219 
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-r*aft^«»*+ P§/ ml 10 6 cells/24hr <D ET-1 itW^tlTl^ 
(Nat. Med. , 1 (9). 944-949, 1995) 0 1 X lO-'M Kfcfc 0 . tt*« 2 

fc ET- 1 #& CD §ML^ -2) & 3i < S SllT' * * . ttlftfll 

2K43^T, te^tllte, lOnM ttiSCD{MMT#^ffflfl£CD ET-1 

ii^witsit^nfe/ckoTi^in ET-i ©n4«^nTi^ 

i^m^ 3 rim (Dtfe&fr b , i a**;^ >m.in^<DmiLm^(D^mmm 
& & n £ #fliK $ n& . 

SABTHS27©l/2 0ffl*TAUC*«*H 8fi5£i*<, 1 ©«nS#l3©« 

^fSifPtt (Kil) ttrt:£«91# 0. 697nM (W097/22595) . ABT-627 
0. 48nM(J. Pharmacol. Exp. Ther. , 276, 473-481, 1996) £K fl^tt 
1 ft ABT-627 «k 0 fe«nfeJlP^lS^tbTSB#$n«). 

ttiSLMS^^^bT i o m g (Dmm^^mMumm^mm^^nrz abt- 

627 (Proceedings of ASCO, Vol. 1 9, 1 314, 2000) CD 1 / 5 CD»T& D , ffc^tl 1 «M 
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sp-fe, m (mzmiLB-m, a*) , iwfip^ gramas #mim, 

t5 £ 
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it # <d m, bi 

1 N _ [6 _^ 5 - -2- (2-tfU5 

3 N _ [6 _^}.^5>-5- (2-^h + y7i7^/) -2- (2-tfU5 
-4-tf'JS- -2-7x-Jl/Xf>XJl/*>75FXf« 

4. N- [6-* h*->- 5- (2-/h^>7i/+-» -2- ( 2 - hf U 5 

- 4 - tf.U -2-7i-JHf>7M>75FX[^ 

5 . N _ [6 _^ h ^>- 5 _ (2-^h^y7i7^y) -2 - ( 2 - bf >J 5 

6 N _ [6 _^ h =^>_ 5 - (2-/h + y7x7^y) -2- ( 2 - bf U 5 
-4-fcfUS>*— ;H -2-7x-JHT>7W>7SFXttf 

7. N — [6-^h=¥i>-5- (2-^h + '>7i;^» -2 - ( 2 - bf U S 
c?-;^) -4-lfU5>?- ;H -2-7xZJHf>XM>75K^fcfi 

8. ftfij&M^*;!^^ 
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9. N- [6 h*->- 5- (2-/h + y7x;+y) -2- (2-fc?U5 
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A: Fi rst Phase 




*P<0.05, **P<0.01, ***P<0.001, significan 
followed by Dunnett's Multiple Range test) 



: Second Phase 




□ control 

□ ET-1 3pmo l/paw 

■ ET-1 lOpmo l/paw 

■ ET-1 30pmol/paw 

(n=12) 



different from control (One-way ANOVA 



A: First Phase 
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B: Second Phase 

200 

s£ 150 

>Z 100 
c 
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## 



□ Control (n=13) 

| ET-1 lOpmol/paw (n=13) 

■ ET-1 + fb^M 0. 3mg/kg p. o. (n=13) 

□ ET-1 + it^fyl lmg/kg p.o. (n=13) 

■ ET-1 + it&tyl 3mg/kg p.o. (n=14) 



*P<0.05, # *P<0.01, ## *P<0.001, significantly different from control (Un paired t- test). 
*P<0.05, **P<0.01, ***P<0.001, significantly different from ET-1 (One-way ANOVA 



followed by Dunnett's Multiple Range test) 
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M4 



ET-1 10 10 M 




-11-10 -9 -8 -7 

Agonist Cone, (log M) 

*; P<0.05, **; P<0.01, ***; P<0.001 vs 
corresponding Cont. values 



l 1 1 1 

9 -8 -7 -6 

m tzi 1 (log M) 

###; P<0.001 vs ET-1 (0.1 nM) values by 
Dunnett multiple range test 
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##; P<0.01 vs ET-1 (1 nM) values by 
Dunnett multiple range test. 
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*; P<0.05, **; P<0.01 vs corresponding Cont. 
values by Dunnett multiple range test (n=6) 
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*; P<0.05, **; P<0.01 vs ET-1 (10 nM) 
values by Dunnett multiple range test (n=6) 
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